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This invention generally pertains to the field of psychiatry, in particular, this invention pertains to the 
discovery that agents which inhibit the binding of Cortisol to its receptors can be used in methods for 
treating dementia. Mifepristone, a potent glucocorticoid receptor antagonist, can be used in these 
methods. The invention also provides a kit for treating dementia in a human including a 
glucocorticoid receptor antagonist and instructional material teaching the indications, dosage and 
schedule of administration of the glucocorticoid receptor antagonist 
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1. -ftMfi^*f**itt«i^**i»*s, ^s*^*^**** 

2. mmmm 1 JffiBWm Folstein Mini 

w^ffi^ 30 n &jRms#»«c«d. 

g& E4 «fiiB«^«^«lia E4 f&3ci£. 
RU044. 

ii. ttffwimiojmnm. s^iMiMWiiB^i^ 
*mwttisio«. 

•T*«iS4»3K. 

13. mmm*\mm&, *t»*Hiw-*. 

14. l 0ri£ft^rtt. 

15. ftffftffll* 1 JW*tt#tt. Jt+WI***«*Bt«K WW***! 

16. -ttSfitfASMWW*!*. tS^M±^i 



m BttftftXriFHttU 0.5-20 S3£. 

20. «IEiRfJS«l6J9fi£»t(«lft. KtittWtf*4»UJAJR*^#*»#^tt 
23. ««^J9«i6Jlfj£ttMJA. 



ft 9 * 



1998 ^5^15 BJl£ft|tS»$i*No. 60/085,703 ft PCT $i#o 

iEABi*AP*tt. ***je*m**ji. a*. Jw*ii«amsia^fcA»« 

&%m%mmmm#mmm&m^m a M-m&^ dementia)^ 
tffi«*(va«ular dementia)*B*, {§&^^££&#tt&*B*. 

-SWIM, jm«y^««ttt#ft^tt»t:««tt*Wi*. 

#]*q Cushing -^ffftttHlB. tt»OTIBa**«*JR»* 

RTI6«*«**+*ffrtt. 4MHHH*. ittt«W1ir-*S^»Wi*#* 
51. ]fD^M^@5£^(Maeda(1991) Neun)biol Aging 12:161-163). 5}-»aifeiltt. 

iafZ,ft^&ft^fa— ft3*(Sapolsky(1994) Ann. NY Acad Sci. 746:294-304; 
Silva(1997)Annu. Rev. Genet 31:527-546). BWAftffi. »3iWI*MF*«ftH** 
»SRftJ*Wfli»«(dB Leon(1997)Int Psychogeriatr. 9 Suppl 1:183-190). 



^9ttA£^ftgJlftft£SMIn^m^fttt£ttftM^«, Tau HfilP 
ifr£WpSfe&#gfiiJi;W: Gasiorowski(1997) Med. Hypotheses 49:319-326; Hull(1996) 
Neurobiol. Aging. 17:795-800). Sjlfc, tt^£g&^?fttt£&&Jftft, W&fti* 

£®#lfc v . -#£$fa£MBWM)(Aisen(1998) Drags Aging 12:1-6; Aisen(1997) 
Gerontology 43:143-149; Aisen(1996) Mol. Chem. Neuropathol. 28:83-88). gfctrtifeH 

#;&SKft^(Asthana(1996) Clin. Pharmacol. Then 60:76-282). £-&#$tdiM*£&# 

(M^^^ife¥)^^M^^«^K^fi«l1fl^(Bro<laty(1997) Med J. Aust. 167:447- 
449). 

MWMNIIAMWftWMRM. ^-^fclfcfrlfeti S'HME Folstein Mini 
Mental Status Exam(Folstein Mini fiW^Hft^ 30 Bt, 

Mini ttttKKtts+fiwas 2i*i 29 tw, tkttjammsmtim* 
»»ft*«^«, E4 m&&®m*:Wi,tk!>®mms E4 *&. 



flfaM&*##m MAjRmftfWttMtt6 RU009*PRU044. 

0.5 M 20*^; « 0 MO «2 S tt«0 M*3ft. £H 

ffft 0.5-20 *g, afcOJFFSrtWa i-io *£, *«afPS#lft 1-4 *£. 

A. 

Wift&t#¥M) (American Psychiatric Association: Diagnostic and Statistical Manual of 
Mental Disorders), Washington, D.C., l^TOM-IV 1 '), DSM-IV# 



A»fiE££*h £ftilftn*fg, fi^idt^f, £ft««3lti#a^dJT4ttft£. 

Folstein Mini *t#tt&&S*iliai?F#£ 21-29 Z®*%M1kmfc. 

Folstein Mini Mini *t#4&fc&S(MMSE), $tIFolstein( 1975) 

"'Mini-mental Wtt£flte#ft#ttfctt*tttr&ft ft**" J- 
Psychiatr. Res. 12:189-198 *0rft. MMSE *jfc£ttlft<t»ft— ft. OTffl**jJEiW 

mmm&mmmw]kmmm. %mm% gr mxm, s*a gr » 

&£GR. 

»^^S" i-f^mi. X&RU486, RU38.486SEl7-P-^-ll-p-(4- 
-¥»a*^«)-l7-o-(l-^^*)-it-4,9.-*.3.S) t ll-IK4--¥*M**)- 

i7-p-«3M7-o-(i-pi**)-*-4^-»-3-ii), jutufeitt. MaiirttiWffAtt 

«%JS. RU-486 W£#tt3Mr£. Mn. RU486 a**: . HB-W-(r¥*«ai)* 
«H7B4MH7Kl-W*»)-«-4>-*lJ-«i UB<4-r MMW».17B-»£- 
17A-(P3-l-*fc»>.lt-4 f 9--#-3-B, 17B^a-llBK4--¥*M3ia-l)-17A-(W*fc* 
-l)*4 f 9.-#-3-»; 17B-»gMlB-(4--¥*ft»».l).l7AKW*fc»-l>-Bi (UB, 
17B)-114(4--¥»aS)-^S]-17-jgaS-17-(l-^^*).it^,9-r#-3-ffl; ID HB-[4- 
(N,N--^^«3|)$a£]-17A-(^l^»)-D-4,9-i«-«.17B*3-ffl. 



&mm&Mmm*tt£MX&. xmimtiGmm* gr mmmmi 
mrnuritiatwffi gr &j)i&%&m* -*&e*ntt gr &tt*!f*£. #**iwi* 

*«Mfc£*. jiA^^W^W^^mil^-!S#*^?PJ(Bcrtagna(1984) J. Clin. 
Endocrinol. Metab. 59:25). Xmnm&ft%ft tl GR, K510* 
9 M(Cadq)ond(1997)Annu. Rev. Med. 48:129). Bit. tt&JAt&-+&1tti& * * 

a^ttft^Wiwr HiltT*aE»lHTfll3tffi**lfc*«W3Sri*tt GR liftMSfftt^r 



♦awarttmtfflWftftftTJnJJt dsm-iv trs**6Kir«artw*# 
mm*. 

*»W1E(ffitt)a*^WlS««»*±Xtt DSM-IV *W#r»&. ^M#RT^^«f5r 

m dsm-iv ftjiiij-ttffl^w, # 
dsm-iv maj. **a»#ww^3e*Rft*(ff***«ffl«i*), -am* 



— ft*j«!ttait***n Folstein(1975) " 'Mini-mental state , lfSJfcg£*f&#&&# 
Sar.1r£«W£JS#a w J. Psychiatr. Res. 12:189-198 *J?f&W0riBW Mini 
&&(MMSE). MMSE VW&ttttft***. MiG, Folrtein(1997)-*l*ft*»J*W3fir 

HM&g" Psychiatr Clin North Am. 20:45-57. MMSE ft-fecA^fctfeidnTW 
E^Wffh**W»fc»J&#tt^^ 

^JSOW^. W$P#jB„ Kaufer(1998) J. Neuropsychiatry Clin. Neurosci. 10:55-63; 
Becker(1998) Alzheimer Dis Assoc Disord. 12:54-57; Ellis(1998) Arch. Neurol 55:360- 
365; Magni(1996) Int Psychogeriatr. 8:127-134; Monsch(1995) Acta Neurol. Scand. 
92:145-150. MMSE WW£A 1 M 30. MMSE WttMBttttfcllt A. WfcUffil! W 

ww 3o#w, mmse w#* 30 wa& iq tw+ftAWPMAaaiej 1 "ie 

*A"). Silt, W4MH 1 30*W*3fc7MW*;fr^lB;*J. M*tt*»ffitt(JHL 
TAfflTfrffM DSM-IV @Jtt. £*#W MMSE W4HSHF 30 m&mft 

**WW*te. »±JW», ?E*-«***1EII5W(«#mmsbW*«^30X«M 

KM. ££-^£M2f&*, OTftXft*MI«W4Jl(fl*i3 MMSE WW* 
£ 21 M 29 iPOBt, S^l^fi^llrtt^H^^ffttftXfiraW^ffi)* *fr*«* 
W2r&. 

W^»»;fcW8-tt#&*W#*JMKft^^ Disease 
Assessment Scale, ADAS-Cog), «»*^JtifcW^^*ttft*Wifr*a(SADAS)Wa 

&*W&mfi£. SADAS IP ADAS-Cog tt«^B*1MfflMMfcftfli £ 

Doraiswamy(1997) Neurology 48:1511-1517; Standish(1996) J. Am. Geriatr. Soc. 44:712- 
716. 

WfMll*«att»««*^3M±»tti>»f»»llttlWtttt*. **, £ 
ffl"W^*»Kft«IW<frW-il»**"(ADAS<^live Component), 
w l(fi^cSJlff-r|(«)^SffiliW^^ H (Clinician Interview Based Impression), "Mini 
^^-(Mini-Mental State Examination) UW'^ai A £ Wffr WlK&^&ft££P&&£ 
"(Caregiver-rated Clinical Global Impression of Change)(Farlow (1998) Neurology 
S(h669^77)«lftH«XI»ttRII*#Wil#8ft. *-W«3Rffl"*a«jj«ttlHH£ 
"(Enhanced Cued Recall). "Hffi ^"(Temporal Orientaion). "P3k*fiifift"*J"BBj 



^*S^"^E^J^|g^|Sr^^^^R:^0#^^^^MX**(SoIomon (1998)Arch 
Neurol. 55:349-355). j£ of %t M tt , ft " £ « if fft * tt "(Delirium Rating 
Scale(DRS))^ "Blessed & "(Blessed Dementia Scale)"(Rockwood(1996) J, Am. 

Geriatr. Soc. 44:839-842), 

£&&#J$teWW>!ft» #t&&£&1*(Functional Independence Measure), Barthel £ 
&(Barthel Index), Rankin ^!^&(Rankin Functional Scale)), ttg^WffWto. * 
^^#^^^^(Canadian Neurological Scale), HAI&WflRM'f'JSWMR)* 
ffU#Jft*S^£fafifria(Stages of Motor Recovery), l|fi#£&£#^&(Cliiiical 
Outcome Variables Scale)), ft\ktoM¥ifr(W$n, +Wff#»tt#&tfcft(Stioke Unit 
Mental Status Examination), Mini Ufffl^^M&S, Raven Boston ^^Sflia^Boston 
Naming Test)), Mft#J*L, Hajek(1997) Arch. Phys. Med. Rehabil. 78:1331-1337; 
Wyller(1997)Clin.Rehabil. 11:139-145. 

ft. fclft, 

(dynamic susceptibility contrast, DSC)^H^*(MRI), IE X 

Maas(1997) J. Magn. Reson. Imaging 7:215-219; Jagust (1996) J. Neuroimaging 6:156- 
160. 

b. mfc$imnmm%tommm 

(sporatic)^. W«U4ftftftflttefttiltt)Htra& E e4 «^£Hffil$«A7# 
4MA^Wtt3Effl(Bronzova (1996) J. Neurol. 243:465-468). ^T^M*^^ 

^^^-£#?l(Ohm (1997) Mol. Psychiatry 2:21-25). *«&7ftA£ TO^te 



*M#SSiS#lS»*ffi»*W»llfe^(Tit*ifeT»lfrtt»*lft4«lft)- M 
(presenilin)l £H> 2 «B«ltt«ff 93*^9 d(AFT)ttH>t>tt». A 

AP42 it, pittxm 

¥ tau ttMMttt^ll£WfflA&£«^n«UlftlSCA Neurobiol Aging<1998) 
Mar;19(2):109-116) e 

DSM-iv tetU, H«XWMIlM1»ir««W^ttUftKPIAWCttll. 

a* a*)*n. ««^*«*»Mfffi**ig*Ktir#^wflrA 

Mn, ****** ®&BK1H« *S«ftMM* **T*llu IE* 
MtfRzK. *tttf*. £Hfc***S**Wi*»r+» U»*Bft^**B»A# 
W*W^Utt*»(«iP» ¥«**lft*** *£* B 12 &2, HIV *& m« 

***** mmmzmmtozwm. aa************** 
j^rm^^K ■*****" ft^is. £-#dsm-iv Axis immoHta 
^t^m, ft**#**r»a*. *«*#** *wu 

A*a«mtt*tt#g3a£. Engclborghs(1997)ActaNcuiol.B e Ig. 
97:67-84; Curamuigs(1996) Neurology 47:876-883; Samson(1996) Eur. Neurol. 36: 103- 

106. m^^Pi^mm^mB^^n^m^nm^(P^^^997) 



Arch. Gen. Psychiatry 54:257-263). 
#(CT),M£|£$#(M^^ 

W*f«W**lft X ^»rM*(SPECT)^«a^. AttttttMM*a£ftft 
a**ft. feJS*¥«* ^^S?&^14(granulovascular 
degeneration), IMllWl^fimfli. «&JR#£ 

7G*#&t£#lflLewytiE. Dickson(1996) J. Neural Transm. Suppl. 47:31-46; 

Mega(1997) Neuroimage 5:147-153. 

ft. a**S*ttttt4J§tt«*««AM- « 65 £KA-kWA»+. «ftt* 2-4%,* 

^&fc&M^*lft^«ft8riafcJ. #¥ffi^*Q MMSE 4ffi*Wtt?ftaA!l£ 
fti> 3 5 4 jSt. MM. ffl^W^ttaMf^ffl^WWttJfOWR***. H*Wfc* 
*«S***tt*ik*JJ!*. Bib. ***aJMaME& 
Bt. tttoS+ttW mmse ffdMfrF 30 it, »WAJRIkK*#fSa#J. £3-^ 

$M4>. s mmse 21 m 29 zmm&%ft?mfc%.m&&m$m, 

-tt#£»5firaii«j&*. ^J!l«5feW*ffi»»TBfi; 
■EMUfihlCTJB. WBtWTOltPI* 8 S 10 

21, 14919. MM, iS*#tt«##»**BWWtt«ia^iWt. 
c. M«S^#(JflL«Sln«)MM#m 



E(Lowe(1998) Brain Pathol, 8:403-406). JUP5S^±#, mm&L < &M$B%5ffi*hBM 
ibW^(Lechner (1998) Ncurocpidemiology 17:10-13)- *ffi&#Ji£#r, — >H9F^tfctt 

«#H. fi*&a@fcHft*tt#, Hfc+««^, ^^ia^^(Lafosse(1997) 
Neuropsychology 11:51-514-522). &%^&&&W$WtoW*to&lR+WifyR-- 

ft^&#ft£&£^0t££i^(Hassing(l997) Dement Geriatr. Cogn. Disord. 8:376- 
383). #S$n#JfL» Eticinjuntti(1997) Int. Psychogeriatr. 9 Suppl 1:51-58; Konno (1997) 
Drugs Aging 1 1 :361 -373 . 

dsm-iv mm. A*fl#*tt*»r»»ftlSif#ik»«PStttt*lt*. K*a 

ff mfiJS&fi, BlSMft&JftJl, &M&ltif*(exaggeiation of deep 

tendon reflexes)> JjKTO&SS, ^lMM&fftt£tt£ft«. Xt&ttWrtttWL 
X g#rM#(CT), M£«#(MRI), ftStttfttXtttCDSQMRI. S» X 

«KS*(PEr)***^a»itllctt4b X «WJi7ttSPECT)RriiE***&J«*lfeJRT 

«AWmS*+Jfl CT> MRI, PET VMSfM CNS ;fiil£;g£jl#ji&7£& 
«**Att+tt»aitt3tftS«(«in mri £ffi*M®£M*i6M£Klj@3££). 

tt**- jwk ^mm^mm±Mm^mm^mmija ecg 



*»W^fe^W**fe!S«B«rttll#*#ffitt, &fc±& DSM-iv *ff 
fcttiHftrtfMttHISflWft. DSM-iv fttb, »T*il»«fcPS*»'&56«ffi» 

*«*(*n^«tt«ft*¥je.wje«*i). 



mtrnfa'A^mm", mm «&m* fornix. m&%, Mann(i998) 

Brain Pathol. 8:325-338. 

mm), dsm-iv %m&i&mm%x."mm%mmMm5k". 

WJnftJS, trL'1fiEI?^^rttC¥^^(Femandez-Bouzas(l992) J. Neurosurg. Sci. 
36:211-214). «»£3IM£M*tt*l&tt, ^ "Hft*. *9lMtifc(* 
**A^J)*Iik*^J(WiW#j(L. Lolin(1989) Hum Toxicol. 8:293-300), 

2. Httlfc£*!fe 
a. *£M£AV*¥ 

ACTH JM, ACTH |ft#, iUMMMWtfi(MftlM. Greeenwald(1986) Am. J. 
Psychiatry 143:442-446), fcRT$l$&»r> MJftJtfl&IM. «tt*StW»OTfe. 

^(Diagnostic Products Corporation, Los Angeles, CA, (1984) Acta Psychiatr. Scand. 
70:239-247). 125 I-^iB6*I^M0^l|S^ 



a. -jHK#««*m^B. mmmMm& gr &»ttM*nj^ 
s : F**Rriis^*tt**, ttaa&iHMM**. H*wif»jipw*ifts« 

BUS* »tt#3»ffl : f*l**aW3firtt. Win. BlfSMI 
M#»I3«vAdliRiliWll. ftflfflflg OR ttttfflftm£i& «» 

$J(& RU486 *h)ftjfiL&^&&&Pr/M*n Kawai(1987) Pharmacol and Experimental 
Therapeutics 241:401-406 0r&ti£JgJiffi*ft&. 

a. ^jtmnii^GRMttii 

Lefebvre(1989) J. Steroid Biochem. 33:557-563). 



(cortexolone). ^ffl?P$ffi^4W^^^^WJSP^^^S)(Lefebv« ^(1989), 
W^^9fflSflE(PR)W?S14(AgaiwaI(19S7)FEBS 217:221-226). 3-#&£Sfc« 

xm&®$i&wm. &m&^&*^m&4m&mm&Mitim. tun, 

&BB#(*f GR^ittMAjffVXCadepond^t (1997), B±). 

iTJ&to Il-P*a-M-¥«iflcftfi**fIiKX« RU486 « i7-p-^S-n-p- 
(4-n¥ll-tCII«S)-i7-a-(i-^«)*t-4,9-r:#-3-ffi)). Bft*#3II£9l!*i*£ 

S#£ RU009(RU39.009), BP ll-(J-{4-- ZiM#£)-17-a-(^&£-17P-& 
S-4,9-lt-#-3-SXJB. Bocquel(1993) J. Steroid Biochem. Molec. Biol. 45:205-215). M 
-fti? RU486 GR Mffifclft RU044(RU43.044), BP 17P-&g-17-a-I9-(4-EF« 

-*3D-^i-4 1 9(ll)--*|&-3-l(Bocquel(l993), |i|±). 3#J5L Teutsch(1981) Steroids 
38:651-665; Hffl 4,386,085 *P 4,912,097. 

aKHg(4.^».n.p,17-a^l-=»-3,20--ffl.2I-¥^KK)^***fe v -21 ¥ttKffl 
(16-¥*-9o-*-l f 4-?ffir»-np,17m, -21-H»-3,20--S-21-¥^KaB). #JSL 
Simons(1986) J. Steroid Biochem 24:25-32(1986): Mercier(1986) J. Steroid Biochem. 
25:11-20; HS^J 4,296,206. 

ii. n-vm&gmm® 

Rousseau(I979) Nature 279:158-160). 

in. m&mmm 



(Wynne(1980) Endocrinology 107:1278-1280). 

Ti^WStil&M#*^ttSS. &tt#fi? a 7±ttftftTOttftSX. His 17- 

b. *%wmwmmidm 

Pg, SXRJKffStft* JHSAb *WWiP#JG.. Amour(1994) Int J. Pept. Protein Res. 
43:297-304; de Bont(1996) Bioorganie & Medicinal Chem. 4:667-672). nrffi&^tt.^ 
*mtoto&fc*mSL#to&XM.4&ft : 1 L Xm. van Breemen(1997) Anal. 

Chem 69:2159-2164; Lam(1997) Anticancer Drug Des 12: 145-167(1997). EtHHOS 
f¥&it&i>ft¥m£Xm)ffi&Jj&^mf& GR ##&&tfc(Murray(1995) J. of 
Computer-Aided Molec. Design 9:381-395); Bohm(1996) J. of Computer-Aided Molec. 
Design 10:265-272). ««ttH«W **^**HBifcttB^*«liMII»» 
retro-inverse &iEl#tt{tfK*n Chorev(1995) TibTech 

13:438-445 tflftfifc). 

c. &m&mm%mm 

*r*s, Hft*««»*a*Afltt*»jfeKtt^rffl» gr m$m. ****** 

^/B*&£*£BJJ?r& GR titffcflti--*r'£lft&K£ Granner(1970)Meth. 
Enzymol. 15:633 GR IWmimtt^ 

i . ^^^wnfiB^inj^AEJff tnm»«i«(RHQ*iii«4iiF mmmmu&wm 

(TAT)^tt. TAT flMfc*«««««t»tt*-^. ^AaHMM^m 

fe&m&m^m, £rt£ 33inm ftafjn*j&». imfcm gr miajkmvA 



JMMtelSEfc^tt* GR &#tfc](£J& Shirwany(l986) M ffFfflJftm&lRtt*£#tttt 
MftKfMllirAgJmfeftftSttimttJtt**" Biochem. Biophys. Acta. 
886:162-168), 

m&%*%mmmit%im tat mzzmmzmmitftm 
saw», m&ftw&m&mmmwi. «&tt gr 

JPTJ? 3 H-JfeS^^#^ffmJ!6«^^#%t6<I GR g£(#JM*I. Choi(1992) 

Steroids 57:313-318). £->N&J?£, RffiWMttW GR ttttftlAflW* 3 H-JM# 
f£-GR gl^^tttg;ft(Alexandrova(1992) "RU486 X«^»ft$r£,»fcg# 
&$m&m&m&®m&imtiimm®n®'' J- Steroid Biochem. Mol. Biol. 41:723- 

725). stt-MCiienGR^M. a^r*«»Hffl*«i«a*#KdMiA« 

***^WW»ttlBlWaA#iiJfe(JcniM(1982) Biochem J. 204:721-729). 

S^-^B^ft^Jfi^J^. T3J7B Daune(1977)Molec. Phaim. 13:948-955 #3151^ 
*J 4,386,085 4>tti£»«lft*«^ff&JR«««H£. #«*7»±«IW* 

*M#A*i£. «£UHHHMIM2>T , H-JR*ttPA«. M GR «ttffiltt«ft 

#JMH#fl 4,296,206(JW£): 4,386,085(Jftfr:*); 4,447,424; 4,477,445; 4,519,946; 
4,540,686; 4,547,493; 4,634,695; 4,634,696; 4,753,932; 4,774,236; 4,808,710; 4,814,327; 
4,829,060; 4,861,763; 4,912,097; 4,921,638; 4,943,566; 4,954,490; 4,978,657; 5,006,518; 
5,043,332; 5,064,822; 5,073,548; 5,089,488; 5,089,635; 5,093,507; 5,095,010; 5,095,129; 
5,132,299: 5,166,146; 5,166,199; 5,173,405; 5,276,023; 5,380,839; 5,348,729; 5,426,102: 
5,439,913; *Q 5,616,458; *R W096/19458, &B&$ *»3tW**ffi#ffc^*. "E 

4. »if&m«#»tt«j^^«##^n«»ff^ 



^hhi» gr ftmm&zft&mmtk?. an*f«iiw 

Hi4&3fl#" (Maack Publishing Co., Easton PAX"Remington , s") . 

gr M^flo^jRrs^fJHiik^^*«y#. «*m*nmr»*«. mm 

#tt»fflttEj«a^*#»Att*ttiwa[. **** a»k **»u rau 
mm. «nu mm* mm. ummmw&n&m gr m^mmw 

»ft«fi?PBi^i «. &£?i^> m. -tmrniumiwi mx. 



mm®, «Z.M«MIM. SaMBOTa*****! IQ^ttlRiAilUH. «»^«t 
flJ4»»^»W*^/ te *(«Jp**tZ.*UjilM»«*). aPFftZ.£5aaa*ia 

2TO*ff-#s£ftaa#j, a*xm**9az.a*jEna. 

tt, **#E«£#sttr*a*ca£a**«#.- aasa+flrewaaa, a 
*n#4g, a***a*a. wiipAa^M. ujaaaxa, *n#iinftj 
□aaa. ttaaMaaiaiattftitaftittMaxftff. 

-H^JT, #J&Minto(1997)J. Pharmacol. Exp. Thesr. 281:93-102. *3fcgia*JTO£ 

M«9La. ttttw*±£tt*»ara». «jta*tt. *«»jLfcafc«* 
mmnmmBtfttinmtii, *aaajn*aaa». mm^mmm 
a«#a*n**aj»a**iaa. u&%mmmmm t z>mmm&j*mto#*.z 

aa&mraa. 

affl?aA**a^#*»*»aTTdM»3W««TOtt gr a«ta^^ 
fta* aAaw/aaaaeiA-tta^itaaaa^Kaaia. a*B»«#7* 
sa^ttaaaaaaaaa. «iimtow*a*»ap a*a*a* *#a»fe 
*. 

gr a»a*&ttM**ia*a. Mfflwipraitaaa^attt 
3Ea**aaa**«#, a&a*ttraa£*sT*a#. iisisti^. 
H*a«a»i»*(fcattaa«. ftnaa*^ra»az^ia. 

*£aw gr ttftaaweiaff#rt, aA, attrt*mrt&a. mm« 

ttffl, *AM. ®ftfflm%M(M1Sl&mLAffl, #iG, Rohatagi(1995) J. Clin. Pharmacol. 
35:1187-1193; Tjwa(1995) Ann. Allergy Asthma Immunol. 75:107-111)- 



JL*. NftU »#J#««W- GR 

Rao(I995)J. Biomatcr Sci. Polym. Ed. 7:623-645; W^£ttHHH^RT£ltfi!lX|jlf#J. 
#JSL Gao(1995)Pharm. Res. 12:857-863(1995); $, W:£nJM&#, #tf*P#JSL 
Eyles(1997) J. Pharm. Pharmacol. 49:669-674). a&ft&Att&m%ft*ffiftJM 

•wjpii^H^: am. mm, za. ilk. ?M. 

=mM, ft? lmM-50mM 0.1K-2KK*. 2*7%«W*. pH4.5-5.5, ft 

i*ft*w«#roaft**. ^r«ffl»Rr»gw*#*i#«ii*3!Mn Ringed 
iiwi#Rrffl^M#aOTj 8 %mmm*3EMto. Rmm^mmmM- mm 
mm. %mm. &m\m+ gr mmmmmmmr, 

■icik: rib 4fe da ffl-fcfr Slim An Bfii rib . tfiltin^ lit A LMnhmnmMVI OOfiVJ. MicrnencaosuL 1 3:293- 



306; Chonn(I995) Curr. Opin. Biotechnol. 6:698-708; Ostro(1989) Am. J. Hosp. Pharm. 
46:1576-1587, 

*£m&mm, «ftjbffttm*B»ft. ttmuMwnraaft. 
&^m\A±nmm gr %mimx H±M*w*»i«fl«D 

rra*. £iu«ft#w»» 

A. 4**Jffl«, ft*, ?fll^¥#(^J$P#i5L,Hidalgo.Aiagones(1996) J. Steroid Biochem. 
Mol. Biol. 58:611-617 ; Groning(1996) Pharmazie 51:337-341; Fotherby(1996) 
Contraception 54:59-69; Johnson(1995) J. Pharm. Sci. 84:1144-1146; Rohatagi(1995) 
Pharmazie 50:610-613; Brophy(1983) Eur. J. Clin. Pharmacol. 24:103-108; *$rJK#J 
Remingtons H±). 0Mn, flHF 05%»B*Hitt#*flWllJR*# 

tbs K*J5«Sf fiafira«f*(#JB, Kawai(1989)|ig±). ititttt^KRttftBff 

gr tt»#j#fftt»^mttt«««eifri$^. #*-^*«3tt 
mm, &Ttttfmmmm%mmz&m*mjTmi&^m gr » 

^B»*ffl«*m*HfflJ|ftA«^AM 0.5-20 *£. «5}-^§K«+ , 

-«-Amfin<r^r^^m^n^ft« *#TOii*nfr«tt gr mmmm^m 

#»ttiB«. £JfcNieman, Agarwal ««, DeGruyter, New 

York(I987). 

gr «ttfflM»«c«iAH^±Rr«s»tt#A^. westtt 



5 

otas*. *B»^j*ttA 200 imiuiits^Wit^ 

15 ^(National Institute of Neurological Diseases and Stroke, NINCDS)l£*& DSM-IV &tij 
A#i£ifc§S#lKHuman Subjects Committee at Stanford University Medical Center)&idE 

^SJRilWIW^. ^J5fJ- Folstein Mini UttttSttfitWW^S^ 

* 21 m&%m%&?mfc%M&&m*m. w&Mm mmse 21 

25 ApoE e4 ««H»H#KiWrail"Hmn«m. fcBJRffl 3 MBit*** 

i<j.nn_i*nn tt^/Kttr»*ttH«#Jim:*J|Z, U 13:00-16:00 «/NB+&itai£jfiL& 



ATCH. ftAatlfCBC differential and Chem 20 lab Mi*. &gjM¥J8tttt 



Bt» ate 

H30 gwnwRA) 

1145 JtfmftiUMtttt** 

1200 ^P* 

1245 ttlMAMXfflk 

1300-1600 %¥'Mibto.9&fe&MM 

1300-1600 Wtti&MMfi ACTH 

1600 &%mnm&mmw& 28 



M "XXtftft&M&iaSftlA ™" (Diagnostic Products Corporation, Los Angeles, CA) 

fl-SMds^sr). «£ttffti25|i]JUff. wjttttr-awtf. 
iffjutm. ?^*wfto cpm cpm. M&Bmmm 

rt«j^Th**#ft»JfeJttll*it(I>udley (1985)Clin. Chem. 31:1264-1271). 

£ *^+«fflii^ji#*s#(GR)aiftiW^^i3. %m a nmMftA 200 
*&. #aiw*e 7 ^jg, #&#i&ta#/£m&. i-stwf#ia^f 200 m% 

*«B>4-*J4 i t>a±#*«i«wrpi^^ (i«r*-w ru486 $mw&- 



